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CALCULATION OF REGISTRATION FEE

Proposed Proposed
Amount
maximum maximum
Title of each class of to be offering price
aggregate Amount of
securities to be registered registered per unit  offering price) registration fee 2
Common Stock, par value $0.001 per share 5,808,080 $49.50 $287,499,960 $33,322

(1) Assumes exercise in full of the underwriters option to purchase up to 757,575 additional shares of Common
Stock.

(2) Calculated in accordance with Rule 457(r) under the Securities Act of 1933, as amended. This Calculation of
Registration Fee table shall be deemed to update the Calculation of Registration Fee table in the registrant s
Registration Statement on Form S-3 (File No. 333-200822) in accordance with Rules 456(b) and 457(r) under the
Securities Act of 1933, as amended.
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Prospectus supplement
(To Prospectus dated December 9, 2014)

5,050,505 Shares

Common Stock

Agios Pharmaceuticals, Inc. is offering 5,050,505 shares of its common stock.

Filed Pursuant to Rule 424(b)(5)
Registration No. 333-200822

Our common stock is listed on The NASDAQ Global Select Market under the symbol AGIO. The last reported sale
price of our common stock on The NASDAQ Global Select Market on April 18, 2017 was $50.36 per share.

Investing in our common stock involves risks. See _Risk factors beginning on

page S-19 of this prospectus

supplement, as well as those contained in the accompanying prospectus and the documents incorporated herein

and therein.

Per
share
Public offering price $49.50
Underwriting discounts(1) $ 297
Proceeds, before expenses, to Agios Pharmaceuticals,
Inc. $46.53

ey
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Total
$ 249,999,998
$ 15,000,000

$234,999,998
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We have agreed to reimburse the underwriters for certain FINRA-related expenses. See Underwriting beginning
on page S-31 of this prospectus supplement.
We have granted the underwriters the right to purchase up to an additional 757,575 shares of our common stock at the
public offering price less the underwriting discounts and commissions. The underwriters can exercise this right at any
time within 30 days after the date of this prospectus supplement.

Celgene Corporation, or Celgene, an existing stockholder and our strategic alliance partner in the fields of cancer
metabolism and metabolic immuno-oncology, has indicated an interest in purchasing an aggregate of up to
approximately 624,575 shares of our common stock in this offering at the public offering price. However, because an
indication of interest is not a binding agreement or commitment to purchase, Celgene may determine to purchase
fewer shares than they have indicated an interest in purchasing or not to purchase any shares in this offering. In
addition, the underwriters could determine to sell fewer shares to Celgene than Celgene indicated an interest in
purchasing or not to sell any shares to Celgene. The underwriters will receive the same underwriting discount on any
shares purchased by Celgene as they will on any other shares sold to the public in this offering. Any shares sold to
Celgene will be subject to the lock-up agreement described under Underwriting.

Neither the Securities and Exchange Commission nor any other regulatory body has approved or disapproved
of these securities or passed upon the accuracy or adequacy of this prospectus supplement or the accompanying

prospectus. Any representation to the contrary is a criminal offense.

The underwriters expect to deliver the shares of common stock to investors on or about April 24, 2017.

J.P. Morgan Goldman, Sachs & Co.

Cowen and Company

The date of this prospectus supplement is April 18, 2017.
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Neither we nor the underwriters have authorized anyone to provide you with information other than that
contained in this prospectus supplement and the accompanying prospectus or in any free writing prospectus
prepared by or on behalf of us or to which we have referred you. We and the underwriters take no
responsibility for, and can provide no assurance as to the reliability of, any other information that others may
give to you. We are offering to sell, and seeking offers to buy, shares of our common stock only in jurisdictions
where offers and sales are permitted. The information contained or incorporated by reference in this
prospectus supplement and the accompanying prospectus is accurate only as of its date, regardless of the time
of delivery of this prospectus supplement and the accompanying prospectus or any sale of our common stock.
Our business, financial condition, results of operations and prospects may have changed since that date.

No action is being taken in any jurisdiction outside the United States to permit a public offering of our common
stock or possession or distribution of this prospectus supplement and the accompanying prospectus in that
jurisdiction. Persons who come into possession of this prospectus supplement and the accompanying prospectus
in jurisdictions outside the United States are required to inform themselves about and to observe any
restrictions as to this offering and the distribution of this prospectus supplement and the accompanying
prospectus applicable to that jurisdiction.

ii
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About this prospectus supplement

This document is in two parts. The first part is this prospectus supplement, which describes the specific terms of this
common stock offering and also adds to and updates information contained in the accompanying prospectus and the
documents incorporated by reference herein. The second part, the accompanying prospectus, provides more general
information. Generally, when we refer to this prospectus, we are referring to both parts of this document combined.

To the extent there is a conflict between the information contained in this prospectus supplement and the information
contained in the accompanying prospectus or any document incorporated by reference therein filed prior to the date of
this prospectus supplement, you should rely on the information in this prospectus supplement; provided that if any
statement in one of these documents is inconsistent with a statement in another document having a later date for
example, a document incorporated by reference in the accompanying prospectus the statement in the document having
the later date modifies or supersedes the earlier statement.

We further note that the representations, warranties and covenants made by us in any agreement that is filed as an
exhibit to any document that is incorporated by reference herein were made solely for the benefit of the parties to such
agreement, including, in some cases, for the purpose of allocating risk among the parties to such agreements, and
should not be deemed to be a representation, warranty or covenant to you. Moreover, such representations, warranties
or covenants were accurate only as of the date when made. Accordingly, such representations, warranties and
covenants should not be relied on as accurately representing the current state of our affairs.

You should rely only on the information contained in this prospectus supplement or the accompanying prospectus, or
incorporated by reference herein. We have not authorized, and the underwriters have not authorized, anyone to

provide you with information that is different. The information contained in this prospectus supplement or the
accompanying prospectus, or incorporated by reference herein, is accurate only as of the respective dates thereof,
regardless of the time of delivery of this prospectus supplement and the accompanying prospectus or of any sale of our
common stock. It is important for you to read and consider all information contained in this prospectus supplement

and the accompanying prospectus, including the documents incorporated by reference herein, in making your

investment decision. You should also read and consider the information in the documents to which we have referred

you in the sections entitled Where you can find more information and Incorporation of documents by reference in this
prospectus supplement and in the accompanying prospectus.

We are offering to sell, and seeking offers to buy, shares of our common stock only in jurisdictions where offers and
sales are permitted. The distribution of this prospectus supplement and the accompanying prospectus and the offering
of the common stock in certain jurisdictions may be restricted by law. Persons outside the United States who come
into possession of this prospectus supplement and the accompanying prospectus must inform themselves about, and
observe any restrictions relating to, the offering of the common stock and the distribution of this prospectus
supplement and the accompanying prospectus outside the United States. This prospectus supplement and the
accompanying prospectus do not constitute, and may not be used in connection with, an offer to sell, or a solicitation
of an offer to buy, any securities offered by this prospectus supplement and the accompanying prospectus by any
person in any jurisdiction in which it is unlawful for such person to make such an offer or solicitation.

1ii
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Prospectus supplement summary

This summary does not contain all of the information that you should consider before investing in our common stock.
You should read this entire prospectus supplement and the accompanying prospectus carefully, including the financial
statements and other information incorporated by reference in this prospectus supplement and the accompanying
prospectus, before making an investment decision. In addition, please read the Risk factors section of this
prospectus supplement beginning on page S-19 and the risk factors contained in our Annual Report on Form 10-K for
the year ended December 31, 2016.

Overview

We are a biopharmaceutical company committed to the fundamental transformation of patients lives through scientific
leadership in the field of cellular metabolism, with the goal of making transformative, first- or best-in-class medicines.
Our therapeutic areas of focus are cancer and rare genetic diseases, or RGDs, which are diseases that are directly
caused by changes in genes or chromosomes, often passed from one generation to the next. Most RGDs are often
associated with severe or life-threatening features. The incidence of a single RGD can vary widely but is generally

very infrequent, usually equal to or less than one per 100,000 births. In both the areas of cancer and RGDs, we are
seeking to unlock the biology of cellular metabolism as a platform to create transformative therapies.

Our most advanced cancer product candidates are enasidenib and ivosidenib, which target mutated isocitrate
dehydrogenase 2 and 1, or IDH2 and IDH1, respectively, and AG-881, which targets both mutated IDH1 and mutated
IDH?2. These mutations are found in a wide range of cancers. In December 2016, our collaboration partner Celgene
Corporation, or Celgene, submitted a new drug application, or NDA, to the U.S. Food and Drug Administration, or
FDA, for enasidenib in relapsed and/or refractory, or R/R, acute myeloid leukemia, or AML. This NDA, which is
based on data from the ongoing phase 1/2 study of enasidenib in patients with advanced hematologic malignancies
with an IDH2 mutation, was accepted by the FDA in March 2017, with priority review and a Prescription Drug User
Fee Act, or PDUFA, action date of August 30, 2017. We plan to explore a similar regulatory path for ivosidenib, and
we are planning to submit an NDA submission for R/R AML in the United States by the end of 2017.

The lead product candidate in our RGD program, AG-348, targets pyruvate kinase-R for the treatment of pyruvate
kinase, or PK, deficiency. Pyruvate kinase deficiency is a rare genetic disorder that often results in severe hemolytic
anemia, jaundice and lifelong conditions associated with chronic anemia and secondary complications due to inherited
mutations in the pyruvate kinase enzyme within red blood cells. In June 2016, at the 21st Congress of the European
Hematology Association, or EHA, we presented initial data showing that AG-348 had achieved proof-of-concept in
DRIVE PK, our ongoing phase 2 study of AG-348. In December 2016, at the 2016 American Society of Hematology
Annual Meeting and Exposition in San Diego, California, or ASH 2016, we presented updated clinical data from
DRIVE PK demonstrating clinically meaningful, rapid and sustained hemoglobin, or Hb, increases in patients on the
trial. Following ASH 2016, in December 2016 we announced our decision to advance AG-348 into pivotal
development for PK deficiency. We expect to initiate a global pivotal trial of AG-348 in PK deficiency in the first half
of 2018.

Our strategy

We aim to build a multi-product company, based on our expertise in cellular metabolism, that discovers, develops and
commercializes first- and best-in-class medicines to treat cancer and RGDs. Key elements of our strategy include:

Table of Contents 9
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Aggressively pursuing the development of novel medicines to transform the lives of patients with cancer and
RGDs.
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Maintaining our competitive advantage and focus in the field of cellular metabolism.
Collaborating closely with the FDA and other regulatory bodies to aggressively pursue early registration

potential for our product candidates, for example by exploring a similar regulatory path for ivosidenib as
Celgene is for enasidenib.

Continuing to build a product engine for cancer and RGDs to generate novel and important medicines.

Building a preeminent independent biopharmaceutical company by engaging in discovery, development and
commercialization of our medicines.

Maintaining a commitment to precision medicine in drug development.
Our guiding principles

We aim to build a long-term company with a disciplined focus on developing medicines that transform the lives of
patients with cancer and RGDs. We maintain a culture of high integrity that embraces the following guiding
principles, which we believe will provide long-term benefits for all our stakeholders:

Follow the science and do what is right for patients.

Maintain a culture of incisive decision-making driven by deep scientific interrogation and respectful
irreverence.

Foster collaborative spirit that includes all employees regardless of function or level.

Leverage deep strategic relationships with our academic and commercial partners to improve the quality of
our discovery and development efforts.
Our programs

Targeting mutated isocitrate dehydrogenase (IDH) for the treatment of cancer

The isocitrate dehydrogenase, or IDH, protein is a critical enzyme in the citric acid cycle, also known as the
tricarboxylic acid, or Krebs, cycle. In humans, there are three forms of the IDH enzyme, IDH1, IDH2, and IDH3, but
only IDH1 and IDH2 appear to be mutated in cancers.

Using our proprietary metabolic platform, we and our collaborators examined the mutated pathway and discovered

that the mutated IDH enzymes had adopted a novel gain of function activity that allows only the mutated IDH enzyme
to produce large amounts of a metabolite called 2-hydroxyglutarate, or 2HG. We have shown that the excessive levels

of the metabolite 2HG produced by the tumor fuel cancer growth and survival via multiple cellular changes that lead
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to a block in cell maturation, or differentiation. We have shown that inhibition of these mutated proteins could lead to
clinical benefit for the subset of cancer patients whose tumors carry these mutations. By reducing elevated 2HG
levels, our IDH mutant inhibitors allow tumorous cells to undertake normal cellular differentiation and return to
normally functioning cells in patients with acute myeloid leukemia, or AML. We have identified selective
development candidates that separately target and inhibit the mutated forms of IDH1 and IDH2. To date, our clinical
data with enasidenib and ivosidenib, our lead inhibitors of mutant IDH2 and IDH]I, respectively, demonstrate a
mechanism of response that is consistent with preclinical studies, including substantial reduction of plasma 2HG
levels, as well as evidence of cellular differentiation, normalization of cell counts and mutational clearance in the bone
marrow and blood. This differentiation effect is distinct from that seen with traditional cytotoxic chemotherapeutics,
which lead to cell death, commonly used to treat cancer.

Enasidenib

Enasidenib is an orally available, selective, potent inhibitor of the mutated IDH2 protein, making it a highly targeted
therapeutic candidate for the treatment of patients with cancers that harbor IDH2 mutations, including

S-2
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those with AML, who have a historically poor prognosis. In December 2016, our partner Celgene submitted a NDA to
the FDA for enasidenib in R/R AML. The NDA, which is based on data from the ongoing phase 1/2 study of
enasidenib in patients with advanced hematologic malignancies with an IDH2 mutation, was accepted by the FDA in
March 2017, with priority review and a PDUFA action date of August 30, 2017. In June 2014, the FDA granted us
orphan drug designation for enasidenib for treatment of patients with AML and in August 2014, we announced that
the FDA granted fast track designation to enasidenib for treatment of patients with AML that harbor an IDH2
mutation. In April 2016, we and Celgene received European Medicines Agency, or EMA, orphan drug designation for
enasidenib for the treatment of AML. We continue to evaluate enasidenib in clinical trials evaluating hematological
cancers with IDH2 mutations. To date, all clinical data reported by us and Celgene in hematological cancers highlights
that the mechanism of response is consistent with preclinical studies, including substantial reduction of 2HG levels, as
well as evidence of cellular differentiation of tumor cells, returning them to their normal state, and normalization of
cell counts in the bone marrow and blood. This differentiation effect is distinct from that seen with traditional
chemotherapeutics commonly used to treat AML.

Celgene maintains worldwide development and commercial rights to enasidenib and Celgene will fund the future
development and commercialization costs related to this program. Under our collaboration agreement focused on
cancer metabolism, or the 2010 agreement, Celgene is responsible for all development costs for enasidenib, and we
are eligible to receive up to $120.0 million in milestone payments and a tiered royalty on any net sales of products
containing enasidenib. In addition to contributing our scientific and translational expertise, we intend to continue to
conduct some clinical development and regulatory activities within the enasidenib development program under the
2010 agreement. We also have co-commercialization rights to provide up to one-third of the commercialization efforts
in the United States and will be reimbursed for those efforts.

We and Celgene are evaluating enasidenib in the following clinical trials:
Phase 172 clinical trial

Enasidenib is being evaluated in a phase 1/2 multicenter, open-label, clinical trial to assess the safety, clinical activity,
and tolerability of enasidenib in patients with advanced hematologic malignancies with an IDH2 mutation. The trial
includes a dose-escalation phase and the following five expansion cohorts, all of which have completed accrual: (i) a
cohort of 25 patients aged 60 years or older with IDH2 mutant-positive R/R AML, or any IDH2-mutant positive AML
patient, regardless of age, who has relapsed following a bone marrow transplant, or BMT; (ii) a cohort of 25 patients
aged less than 60 years with IDH2 mutant-positive R/R AML, not including patients with AML who have relapsed
following a BMT; (iii) a cohort of 25 patients aged 60 years or older with untreated IDH2 mutant-positive AML who
decline standard of care chemotherapy; (iv) a cohort of 25 patients with IDH2 mutant-positive advanced hematologic
malignancies not eligible for cohorts for the previous three cohorts; and (v) a cohort of approximately 125 patients
with IDH2 mutant-positive AML who are in second or later relapse, refractory to second-line induction or reinduction
treatment, or have relapsed after allogeneic transplantation.

In December 2015, we reported clinical data, as of September 1, 2015, from the dose escalation phase and expansion
cohorts of this trial, which included 209 response-evaluable enrolled patients with IDH2 mutant-positive AML. The
data were presented at the 2015 American Society of Hematology Annual Meeting and Exposition in Orlando,
Florida, or ASH 2015, and showed investigator-assessed objective responses in 79 out of 209 response-evaluable
patients. Of the 79 patients who achieved an objective response, there were 37 complete remissions (CR), three
complete remissions with incomplete platelet recovery (CRp), 14 marrow complete remissions (mCR), three complete
remissions with incomplete hematologic recovery (CRi) and 22 partial remissions (PR). A CR is determined by using
well-established criteria, which requires no evidence of leukemia in the bone marrow and blood accompanied by full
restoration of all blood counts to normal ranges. A CRp means all the criteria for CR are met except that platelet
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of the three major types of blood cells. A mCR means that there is no evidence for leukemia in the marrow but the
blood counts have not fully restored. A CRi means there is no evidence for leukemia in the marrow but the
neutrophils, a subset of white blood cells responsible for fighting bacterial infections, are outside the normal range. A
PR means all the criteria for CR are met except that the immature defective blood cells, or leukemia, in the bone
marrow are in the 5% to 25% range and have been decreased by at least 50% over pretreatment. Of the 159 patients
with R/R AML, 59 achieved an objective response, including 29 CRs, one CRp, nine mCRs, three CRis and 17 PRs.
Of the 24 patients with AML who declined standard of care chemotherapy, 10 achieved an objective response,
including four CRs, one CRp, one mCR and four PRs. Of the 14 patients with myelodysplastic syndromes, or MDS,
seven achieved an objective response, including three CRs, one CRp and three mCRs. Responding R/R AML patients
were on the trial for up to 18 months with a median duration of treatment of 6.8 months, ranging from 1.8 to 18
months. Responses were durable, with median response duration of 6.9 months in patients with R/R AML. A safety
analysis was conducted for all 231 treated patients. The majority of adverse events, or AEs, reported by investigators
were mild to moderate, with the most common being nausea, diarrhea, fatigue and febrile neutropenia. The serious
adverse events, or SAEs, observed during the trial were mainly disease related. Twenty-three percent of patients had
treatment-related SAEs, including notably differentiation syndrome (4 percent), leukocytosis (4 percent) and nausea (2
percent). Drug-related Grade 5 SAEs included atrial flutter (one patient), cardiac tamponade (one patient), pericardial
effusion (one patient) and respiratory failure (one patient). Dose escalation has been completed and a maximum
tolerated dose, or MTD, has not been reached. Enasidenib continued to show favorable drug exposure and
pharmacokinetics at all doses tested with substantial reductions in plasma levels of 2HG, which is produced by the
mutated IDH2 and IDH1 proteins, to the level observed in healthy volunteers.

Together with Celgene, we presented clinical data from a subset of patients with MDS from the dose-escalation and
expansion portions of this trial at the ASH 2016, in December 2016. Among the 17 evaluable patients, the overall
response rate was 59%, 10 of 17 patients, including one CR. Overall response rate reflects the best response achieved
by patients, and includes CR, PR, mCR and any hematologic improvement, or HI. Of the 13 evaluable patients who
had received prior treatment with a hypomethylating agent, seven had a response with enasidenib. Of the four patients
with no prior treatment for MDS, two responded. Two patients experienced disease progression. Median overall
survival was not reached after a median follow-up of 7.5 months.

Phase 1b frontline combination trial

Enasidenib is being evaluated in a phase 1b, multicenter, international, open-label clinical trial to evaluate the safety
and clinical activity of enasidenib or ivosidenib in combination with induction and consolidation therapy in patients
with newly diagnosed AML with an IDH2 or IDH1 mutation who are eligible for intensive chemotherapy. The trial
will evaluate continuous dosing for up to one year with enasidenib administered at an initial oral dose of 100 mg once
daily in patients with an IDH2 mutation or ivosidenib administered at an initial oral dose of 500 mg once daily in
patients with an IDH1 mutation. Enasidenib or ivosidenib will be administered with two types of AML induction
therapies (cytarabine with either daunorubicin or idarubicin) and two types of AML consolidation therapies
(mitoxantrone with etoposide [ME] or cytarabine). The trial is currently enrolling patients.

Phase 1/2 frontline combination trial

Enasidenib is being evaluated in a phase 1/2 frontline combination clinical trial, conducted by Celgene, of either
enasidenib or ivosidenib in combination with VIDAZA® (azacitidine) in newly diagnosed AML patients not eligible
for intensive chemotherapy, with a phase 1 component to determine the safety of the combinations, followed by a
phase 2 randomized component evaluating the safety and clinical activity of each investigational combination versus
single-agent VIDAZA® using a primary endpoint of overall response rate. The trial has completed the phase 1
component and is currently enrolling in the phase 2 component.
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IDHENTIFY

Enasidenib is being evaluated in IDHENTIFY, an international phase 3, multi-center, open-label, randomized clinical
trial conducted by Celgene designed to compare the efficacy and safety of enasidenib versus conventional care
regimens in patients 60 years or older with IDH2 mutant-positive AML that is refractory to or relapsed after second-
or third-line therapy. In January 2016, in conjunction with the initiation of the IDHENTIFY clinical trial, we received
a milestone payment of $25.0 million from Celgene pursuant to the 2010 agreement. This trial is currently enrolling
patients.

Ivosidenib

Ivosidenib, our wholly owned program, is an orally available, selective, potent inhibitor of the mutated IDH1 protein,
making it a highly targeted therapeutic candidate for the treatment of patients with cancers that harbor IDH1
mutations. Mutations in IDH1 have been identified in difficult to treat hematologic and solid tumor cancers, including
AML, chondrosarcoma, cholangiocarcinoma and glioma where both the treatment options and prognosis for patients
are poor. On May 18, 2015, we announced that the FDA granted fast track designation to ivosidenib for treatment of
patients with AML that harbor an IDH1 mutation. On June 10, 2015, the FDA granted us orphan drug designation for
ivosidenib for treatment of patients with AML. In November 2016, the FDA granted fast-track designation to
ivosidenib for treatment of patients with previously treated, unresectable or metastatic cholangiocarcinoma with and
IDH1 mutation. In January 2017, we announced that we are planning to submit an NDA to the FDA for ivosidenib in
R/R AML by end of 2017.

We are evaluating ivosidenib in the following clinical trials:
Phase 1 clinical trial (advanced hematologic malignancies)

Ivosidenib is being evaluated in a phase 1 multicenter, open-label, dose-escalation and expansion clinical trial,
designed to assess its safety, clinical activity and tolerability as a single agent in patients with advanced hematologic
malignancies with an IDH1 mutation. Four expansion cohorts were added to the trial. The first cohort is evaluating
125 AML patients who are in second or later relapse, are refractory to second-line induction or reinduction treatment,
or have relapsed after allogeneic transplantation. The second cohort is evaluating 25 untreated AML patients. The
third cohort is evaluating 25 patients with other non-AML IDH1 mutant-positive relapsed or refractory advanced
hematologic malignancies. The fourth cohort is evaluating patients with relapsed IDH1 mutant-positive AML not
eligible for the first arm or standard of care chemotherapy. Ivosidenib is administered at a 500 mg once daily oral
dose, in 28-day cycles.

In December 2016, we presented clinical data from 78 patients treated with ivosidenib in the completed dose
escalation portion of the ongoing phase 1 study of ivosidenib in advanced hematologic malignancies at ASH 2016.
Doses were administered from 200 mg to 1,200 mg total daily doses. As of the August 1, 2016 data cut-off, seven
patients (9%) remained on treatment. The median age of these patients was 68 (ranging from 36-89). Patients received
a median of two prior chemotherapy regimens (ranging from zero to five). A safety analysis conducted for all 78
treated patients as of the data cut-off shows that ivosidenib continues to demonstrate a favorable safety profile. The
majority of AEs reported by investigators were mild to moderate, with the most common regardless of causality being
fatigue, nausea, diarrhea, pyrexia and peripheral edema. Fifty-three patients experienced at least one SAE, the
majority being disease related. The maximum tolerated dose was not reached. The recommended phase 2 dose was
500 mg once daily, which is being studied in the ongoing expansion phase of the trial. Nine patients discontinued from
the study due to death, including one reported as possibly related to ivosidenib. All-cause mortality at 30 and 60 days
was 12% and 21%, respectively. Thirty out of 78 treated patients achieved investigator-assessed objective responses
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morphologic leukemia-free state (MLFS) and two PRs. Of the 63 patients with R/R AML, 21 (33%) achieved an
objective response, including 10 (16%) CRs, eight CRi/CRp, two MLFS and one PR. Responses were durable, with a
median response duration of 10.2 months (3.7- not estimable (NE)) overall and 6.5 months (3.7-NE) in the subset of
patients with R/R AML. Median duration of treatment is 3.2 months (ranging from 0.1 to 24.2 months). Longitudinal
mutant IDH1 variant allele frequency data were reported for 67 patients. Patients with IDH1 mutational clearance, or
IDHI1-MC, were defined as having mutant IDH1 detected at screening (any sample type) and no reported mutant
IDHI in at least one on-study time point (FoundationOne® Heme sensitivity of 1%). IDH1-MC was observed in 36%
of CRs (5 of 14) and 4% of non-CRs (2 of 53). IDH1-MC was enriched in patients achieving CR (p-value = .003). The
median time to mutational clearance was 2.7 months (ranging from 1.1 to 3.8 months). This is the first demonstration
that treatment with single agent ivosidenib can result in mutant IDH1 clearance. We are continuing to study the
potential relationship between IDH1-MC and clinical benefit for patients with AML.

Phase 1b frontline combination trial

Ivosidenib is being evaluated in a phase 1b, multicenter, international, open-label clinical trial to evaluate the safety
and clinical activity of enasidenib or ivosidenib in combination with induction and consolidation therapy in patients
with newly diagnosed AML with an IDH2 or IDHI mutation who are eligible for intensive chemotherapy. The trial is
evaluating continuous dosing for up to one year with enasidenib administered at an initial oral dose of 100 mg once
daily in patients with an IDH2 mutation or ivosidenib administered at an initial oral dose of 500 mg once daily in
patients with an IDH1 mutation. Enasidenib or ivosidenib will be administered with two types of AML induction
therapies (cytarabine with either daunorubicin or idarubicin) and two types of AML consolidation therapies
(mitoxantrone with etoposide [ME] or cytarabine). The trial is currently enrolling patients.

Phase 1/2 frontline combination trial

Ivosidenib is being evaluated in a phase 1/2 frontline combination clinical trial, conducted by Celgene, of either
enasidenib or ivosidenib in combination with VIDAZA® (azacitidine) in newly diagnosed AML patients not eligible
for intensive chemotherapy. The phase 1 component will determine the safety of the combinations, followed by a
phase 2 randomized component evaluating the safety and clinical activity of each investigational combination versus
single-agent VIDAZA® using a primary endpoint of overall response rate. The trial has completed the phase 1
component and is currently enrolling in the phase 2 component.

AGILE

In the first half of 2017, we intend to initiate AGILE, a global, registration-enabling phase 3 clinical trial comb